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1. Examiner 



DETAILED ACTION 
Amendment Entry 

acknowledges amendments to the specification. 



Drawings 



2. 

action 

allowed by the examiner 



Claim Rejections - 35 USC § 103 

w ^ T I S C 103(a) which forms the basis for all 
The following is a quotation of 35 U.b.U ) 

obviousnessrejectionssetformmthisOfficeaction: 
manner in which the invention was made. 

Ekte e t ,,(EP30 4 , M2 > te ac— — — - — 

— — ^ — — " 
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( ,3^3,40). • — 

binding agents is permissible, next it is teasibie P 

Jl^-.~--*'-^- h -'* ,,,, "\ 

X.— *— re ; n of 

an * efMWh,C1 "" ^ , mavbep e rf „ m edconsecu«ive, y ,suchasusi„ g 

liq uid (page 4 Unes 13-1 5). These measurements may be perform 

A B 9 1 9Tl The method for determuiing 
^^fthp labels (page 4 lines 21-23)- incuw 
dependir.gon.henatureofthe.abe.sO. „ Hnomg agents; 

^ntrations of, p.uraHty of age** comprises: ,oadmg a plurahty 
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. ,™ n referablv be monoclonal antibodies which 
agents (page 5 lines 15-18). The bindmg agents wll preferably be 

*^- fc ^-'^--- l ^ h ■ 4 ■ ,,, -*•" ,-,, 

app— ^^aa^volnnreo^ut^or^.tO^olecnlesof^e 
^.comprisesaplnralityofs^samples— g .own — ons and a set o f 
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, ,4 lines 52-55) However Ekins et al., (EP 304,202) does 
Labeled site-region reagents (page 4 hnes 52 55). 
^teaebtheanalytebeing— allydep.etedfromUtesanrp.e. 

Ekin seta,., «,- «*— — — " * 

72para 2) F i gu re4re,eals ta twnenanar„oun,o fa n,ibod y ise XP osedtoanana ly te 

(page 172 para. 2). c „i P i v reflects the ambient 

• , *e .73 Para 1). Ana,y« bindingby antibody clearty causes analyte 
analyte concentration (page 173 para. 1). 

de p,etioninAesurroundingmedium(pagel73para.l) 

tKta i q ueo f « f orana 1 y,ede pl e ti oninasa m p,eas.u 8b tby Ek i,e,,, ( , -O-^ 

„„• ,„, (EP 304 202) beeause this techniques already well 
tanun.) in the binding assay of Elans et al., (EP 304,20 ) 

taovminuteartfordeterrnininganaiyteconcenttation. 



4. 



• • fPWetal (AnalyticaChimicaActa.). 
r., • ♦ oi rFP 104 202) in view of Ekins et ai., v.m<u, 
unpatentable over Ekinsetal.,(bl' 

^„ «— • 
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, k „ „rt This measure the analyte concentration m the 
subs^oesmadefmedsamplevolumeCabsttaet). Thismeasur 

^h^sUesso^^.eamHeuta^.e— on <pa g e 7 9 pa. 2, 

n w deletion in the surrounding medium (page 
Analyte binding by antibody clearly causes analyte depletion 

80Paral) " • .tnimnlementwellknowntechniquessuchas 

No more than routine skill is required to implement w 

l PP LJ— UW^veheeuo^touse.— eof,owi„g 

depletion mas p „^ v ™dl known in the art for determmmg 

Ekins et al., (BP 304,202) because mis technic - already we., known 

analyte concentration. 

• , .er35USC 103(a) as being unpatentable over Ekins etal., 
5 claims 5-10 are rejected under 35 U.S.C.1UU 

~« n dA ™™ *nrf either Ekins et al., (J - oi 

^ — 3 04 202)5 Ekins 

fTTiimanetal (US Patent 5,512,659). fcicinsci v 
Acta Un further view of Ullman et ai., ^ 

^ w rv,i^ca Acta) have been discussed 

£tal (Jof C. iM ca. tam u„oOandEk ta se,a..,(Ana.y.tcaCh 1 m 1 caA*) 

f me Ekins e, a.., references teaeh the use of first binding partners, 
previously however, none of the ^^^^^ teaches compositions useful in heterogenous 
lig a„ds and analyte binding partners. UUman et al., tea 
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• j„„ ^ sur face for binding in a liquid medium 
of binding a complementary specific binding p 
(col. 2 lines 12-19)- i ne p convenient that 

, olfc! * or inacavity which specifically btnds to and,s thereby 
complement wuhaparucular feIred ,„ as ligand and receptor (col. 6 

-rrr:"— — 

•^57-59). ^esewillus^lyoememhers ^ 

• ^ , «i lines 59-61). The detection of an anaiyie 

— Motta - av,dmCco1 — — — 

, „„™„cule afirstannbodycomplemenarytoafirstdaernm 
receptor for a small molecule, a la „ ,„ a second determinant on the 

u k ,,„rt a second antibody complementary to a secono 

., , , . ,01ine S 60.2). * antibodies used can be monoclonal or 



Page 8 

Application/Control Number: 09/063,978 
Art Unit: 1641 

1 **7 

may be attached (col. 1 5 lines 50-54). 

EHnset ,,CBP30 4 , 2 0 2)ta « eW o f ^B te e t ,,,o f CH— 

and convenient that the known methods. 

• , ,W35USC 103(a) as being unpatentable over Ekins et al., (EP 
6 Claim 1 1 is rejected under 35 U.S.U > 

^ t»1 nofClimcalImmuno.)orEkinsetal.,(Analytica 
304 202), in view of either Ekms et al., (J- ot Uim 

tnl US Patent (5,368,486). The Ekins et al., 
Chimica Acta.) in further view of Waggoner et al., US Patent (5, 

r a** three Ekins et al., references 
^nces have been dhc— Piously none of the three 

f .vanine dyes Wagoner e, al., (US Paten. 5,268,486) teaches the use of 
teach the use of cyanine ayes. wa 66 
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• , ubedvenoffbecausealargernumberofdyemolecules 
v, cnhnrescent light intensity signal will be given on 

phosphorescent ugi , „ r M 1 R in These luminescent 

v, ,totheproteinwhichisbeingprobed(col.2lines 18-21). 
can be attached to the protein 

• a related polymethine dyes can label nucleic acids, DNA, drug 
polymethine cyanine and related polym 

v.* i terials particles, plastic, or glass surfaces (col. 2 lines 63) 
u\ nn A rells microbial materials, partus f 

blood ceils, nuc ,,Wrh the labeled material is 

. „ „, 2Unes64-66). -Ib. biological preparation . . then subjected, 
contained (col. 2 nnes wavelength of a 

, „*, eachexcitationwavelengthusedbe.ngtheexctat. 
excitauon™velength,eachexc e 0I ^ununes^nce detection systems, 

■ „„eddve A luminescence microscope or other lumin 
p^arconmgateddye. is employed to 

v, vina filters or monochrometers to select tnew » 

.^onwavelengthcorrespondingtouteexc^tion 
determinetheintensityofraysofem.ss.on 

, ^^eintensi^ofl— ceatwav.engti.scorrespondmgtotheem.ss 

. ' ^dyemdicatesu.ec.uantityofantigenwhichhasbeenbound 
waveiengmofaparucularcon^ted Ue dyes ta ve a particular 

lines 45-49). wn ^sulfonate or 

^ a«\ QOOnm (col. 5 lines ™y l 

— reg,onsim8mg Thl^ 
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"' ltW0Uldh inthem et h o d o f E ki n S et,,(EP304,«,v ie wo f 
cyaninedyesastaughtbyWaggonere , rAnalytica Chimica Acta.) because 

t nofClinicalltnmuno.)orEbnsetal.,(Analyti 

either Ekins et al., (•>• . ntrinsica lly more fluorescent; have 

u that these cyanine dyes are intrinsically m 
Wagg oneretal.,teachesthatthese y ^^^de variety of biological 

vtttv- improved water solubility; can label a wio 
imoroved photostabihty, improve* 

tl n of Clinical Immuno.) or Ekins etai.,v 

ChimicaA^inviewofWaggonereta!., ofCljnicalto m»no.),Ek taS e. 

. . i m> 304 202), Etas e"" 1 - y.oi^i" 

— — — 1^^23-2,- 
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• t the time of applicants invention to have used 
u we been obvious at the tune 01 <w 
Therefore, „ would have been ™ 304 202) in view of either 

ht bv Lee et al., in the method of Ekins et al., (EP 304,2 

C^astau^Lee chifflica Acta , and Waggoner 

* fi 486\ because Lee ex oi., 
et al., US Patent (5,368,45o;, u 

enhanced photostability. 

A 3 5U SCl03(a)a S bein g unpatentableoverE k in S etal.,(EP 
8 ciaim20isre j ectedunder35U.S.C. 

t , f j of Clinical Immuno.) or Ekinsetai.A 
304,202) in view of either Ekins ' ^ patent 5,639,423). Ekins et al., (EP 304,202) m 

i n nf Clinical Immuno.) or bums «<"•>■ 
^ofeiteEkinsetaA., (J. ftheEkinse tal., reference, teach tease a 

n.eheenaiscus^P— no«ever,noneof ^ ^ ^ 

+ oi teaches an instrument * 

, , 3«»es38-41). Reagents may be immoh.1^ ontoanu 

reactions (col. 3 lines ^ , 

m „ difi ed j e,prin,er(co..4.ines37-40). mventton to use me «« 

, , w^n obvious at the time 01 <w 
THereforcit — tprmttra s t au g htb y Ko rt hupetal.,inu,e 
^methodofdispensingmatenaiusmgaje of CUnica l hnmuao.) or 

, , (EP 304202)taviewofeitherElans=tal.,(J.o 
ffl emoao f E ta nse,al.,(EP3 ' ^ , ^es ma. me memod is 

^etaia^yUcaClunncaActaObecause 

, u^rhemical reactions, 
especially advantageous for biochemi 
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Response to Arguments 

i ■ i 96 have been considered but are moot in 
x - + u«»cnect to claims 1-26 naveuccu 
9 . Applicant's arguments with respect toe 

vi e„ofmenewgro.md(s)ofrejec.ion. 102(b)as being anticipated 

■ ^ m in view of applicants arguments. 
* 1 <vv 304 202) is withdrawn in view oi*w 
by Ekins et al., (EP 3U4,zuz, et ^ 

, , «HSC 103(a) as being unpatentable over 
u ciaims5-10arerejectedunder35U.S.C.10 

• fU Umanetal.,(USPatent5,512,659)iswithdrawninviewofapp 
(EP 304,202), in view of Ullman et ai , v 

„ , 35U sCl03(a)asbeingunpatentableoverE k insetal.,(EP 
12 . chilis refund, , - — > 

304,202), in view of Waggoner et al., US 

arguments. „ a tentable over Ekins et al., (EP 

, a «nSC 103(a) as being unpatentable over 

13 Claim 12 is rejected under 35 U.S.C. 1U3<, 

, TT^Patent(5368,486)infurtherviewofLeeetal.,(U^ 
304,202),inviewofWa g goneretal.,USPatent(5, 

, min view of applicants arguments. 
Patent5,453,505)iswithdrawninviewot Ekins et al., (EP 

, ^ ^TISC 103(a) as being unpatentable over c 
14 . Claim20is rejected under 35 U.S.C. 

. ^ T ^^,aimSPatent5,639,423)iswimdrawnmviewo 

304,202), in view 01 iwx— r - - * 



arguments. 

Prior ^4rt 



15 . The prior art made of record ^unoassays. 
Fkins etal (Ann.Biol. Clin.), caches multispot, muluanalyte and 

disclosure. Ekins et al., yew 
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•fir activity of fluorescent markers. 
< o* ttfl teaches binding assays employing 

...cusp-^on)^— ^^^^ 

concentrations to biologrcal fluids. Ek-* . Wanalyte concentration using 

• , . (EP 271974)teachesdetemunattonofanalyt 
concentration. Ekms et al., (EP 271,9 



wo labeling markers. 
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